The recent publication in *JACC: Basic to Translational Science* by Torzewski et al. [@bib1] highlights a rapidly evolving mechanism in the development of calcific aortic valve disease (CAVD), which includes the role of lysophosphatidic acid (LPA) and the effect of autotaxin on the signaling pathway activating ectonucleotidase pyrophosphate (ENPP) in cardiovascular calcification.

Over the past 25 years, studies in the field of aortic valve disease have identified several complex mechanisms in the initiation, progression, and cellular differentiation of osteogenesis in the aortic valve [@bib2]. A disease which was thought to be degenerative at the turn of the century is now well known to express an osteogenic bone phenotype secondary to traditional risk factors and several complex genetic associations [@bib2]. The genetic associations in the field are rapidly increasing which include Notch1, estrogen, lipoproteins, low-density lipoprotein receptor (LDLR), and LPA [@bib3]. In this article, the authors describe calcific aortic valve disease as a monogenic disorder secondary to LPA. Although the evidence is strong for the role of LPA in the progression of this disease, there are several other genetic associations identified in patients with CAVD. These genetic abnormalities have played critical roles in the teasing out of the mechanisms which activate of the osteogenic phenotype in patients with CAVD.

Is there still a role for traditional risk factors in the progression of CAVD? Is there potential for targeted medical therapy to slow progression of disease?

Although the randomized studies in the field of statin therapy in CAVD have been negative, there is 1 open label study entitled RAAVE (Rosuvastatin Affecting Aortic Valve Endothelium) wherein the patients who received rosuvastatin according to the Adult Treatment Panel guidelines for lowering low-density lipoprotein did slow progression of disease after 16 months [@bib4]. In the future, studies evaluating LPA, autotaxin, Lrp5, low-density lipoprotein receptor, oxidized phospholipids [@bib5], which activate the osteogenic cascade in the aortic valve, will be critical for the future development of randomized clinical trials.

Please note: Dr. Rajamannan is the inventor on a patent for the treatment of calcific aortic valve disease with statins. The patent is owned by the Mayo Clinic and she does not receive any royalties.
